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m m m 

^fl, D -A N y t^J*^ U7- if,:/* hn^lf^^b^a— AP-450, 

& f y « >- > c ti e> <£>h**##«0 © v vfti^ i ssu: t -r 5 # 

^wt- if. yphnytv, ^-b^n— a p-45o N h^>- 

*:7^y^ hn>-lf^ *£#$g4j&9\ i3x7rc^i/^ N 

So 

fetLT, (1) ^HiaS^/^^Ai^ (2) igV^Sk (3) B3fe^. (4) 
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i&m aiaot, #©^^s (^f^^), i\m (v^v^r) &m 
vm&mx.itmmm&ibz> r. t iria l/c (#pg¥ 4-183371 u-c, 

^fcSit SrBtti Ufc (MZ.rt.ftmW- 5-176715 5-320066 ^ 

Jl> #^b^S.t5#TO$fiai^ffid5$>5^ fcHtti Ufc(#gfi¥ 8-151331 ^ 
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P^^W7-t\ /nhnyt^ ^b^o— A P-450, * 5 / 

T'nFnytV, f-h^n— A p-450. -fv S —fl/^ Y^^^Z? 

j3 2 ^^n^a^y>- ( £ 2 - Microglobulin) te. ^H 1 *^ 11. 6kDa <D? 
^mmM^&Vf (MHC)0#/&/&#T*fc5o 

^<&5£<7)#^;dS£;frTl^(i^-f -xi. . jr^? (J. M. Quesada) 6 

>-J, ^^-XA^-^'i-^-TyK-T^^o^yh, (tKH) 1998 
^ 102 -5§\ p. 293-298) 0 Hcfc, MC3T3 (Di^n^^jM UfcCl £ ^fe> % 

(E.Balint)^ 2 r $ 2 $ ^ ta :/ y ^Sf||§i-§#^b<D * \ZL 
tetfZ,4ls? — v4 3c^6<D'&m}^ =3f K= — 41/$— ^>a?vK (^H),2O00 
57-5^ p. 1599-1607)„ — ^ f PlUX^ltlbT^ £ 2 ^n^n:/y 

(J. Petersen) ^ l^>rj3 2 5^C3^n^y ^(D^IlJUiLjofr ^ If tf^JPd . 
T ^ y # ^ • ^ — • JvV • Jrzf • =3r — • OHtH) N 1994 ^ N 23 

-S§\ p. 726-730) o b^U. ^^>!>A^{iitr{Sai-r^f^t#TO^M-r^^ 
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fc* h> (Histone) it, If l^©M^H#&f5tSft? ST'fe 

5 0 mmmm<DWi&, mfc^mmz^frZifz dna (x^v-y^m) teS^ 

{E^I-e^J 2m©f$^fc5 ^W^ft/CV^/^ DNA ZlMffem^^X < 4£ 

^i-^fcfe^^^^^@T'fe^ 0 DNA fit* bV^##V^ 

^T^f^^$iT«9&^nTVN^ 0 Hl s H2A N H2B, H3 N H4^5^«^^> 

H2A. H2B. H3 N H4 2&^"f off 8 3H^— otD^ffc^^-fSo 

DNA ?r2^^Z/tm**b%mttT&i&1rZ> 0 Hlfi^n-^^ 

vi^rt£g£5i ; £i3rS#!l££}fio-tV^ 0 r©j;5iut^ DNA {iff- -fey h 

-efc 9 x MMitxmt i : i ©td^-TW*K:#&L-cv^ e z.ti&-e dna icov^t 

w t Lt^iMt F^t < tr^^ mm*. 
<>&mmzMm-tz>^b\z.t£%?i/s<? i Rx*ibz> 0 u^tt 

/^B^^^^fe6fffflil^S^^^^^W^#< ^^^^^ AtLtt^J;v^^^^^6^ > 

^fls: (Complement component) jfitft^-fe *K ^J^^Cft^-^ t LT 
Cl d^fe C9 ^1?<7?^LO(D^^^^Pbtl'"CV^5o Complement component 3 J3: 

^(Dwmnfti-aL 10. 5 a m t 7. 5 j5<d 0 m& 2 mm ?> s-s jj#a-esMi6 

^frfd^/^tf <WXfoZ> 0 C^)^il8^"OC3 C3^^iclj;oT, a 
11^— §15^^$tl/TT*#fc^* 9, 000 <D C3a t , 2 ®j3r<D S-S ^^tf^fe 

9 <£>^P* 17 ^ C3b d^-d^So C3a m^Mlm^MWi UT t 5; >-#cai£r 
*irCV*5. C3b te£ bfc: C3 (EIWIR^ J; D5^IStt, ^:£>— W^^lt^ 
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£<B£5l-*l#j&3jfc# (C3) r±^M9ESJiSfca8<BB#i-S«K-C*>5o iofte 
: 34l^^^^l^ffltf^^Hi*tb"rv>5 (#H¥ 10-033164 &&n) 0 ffi 

>v-^fj- 1 (Monocyte chemotactic protein-1 gScVM± Monocyte 
chemoattractant protein-1, MCP-l) ti^&^M&ftfc^ ? V ffi&Vffi&M 
^i-S^-^jfe'fkttia^^feSo RANTES (regulated on activation, normal T cell 

expressed and secreted) t t t>fclft3t&tJJfc C-C ^^#-f ^77 5: U —CO oX\ 

8, 000~18, 000, 76 T fc5 0 Itfttifttt^/T U 

y y*^' — A (Lysozyme) iilBfUM© A ^^ff- K#^#^i~5 N-T-fe^A' 

y *?J2 U7-^ (Ribonuclease) ligi©-fT*fe5 y afr&SfeCRNA) l^ffi U 
y*v b u ^ If ^(Prothrombin) ^^f-Sjft 7. 2kDa ^>"?^ff >? % jfo.?& 

Iinafn^tis. if* $ >-K^#ttjk«@s^-(D i o-efc «9 , ir*s 

h n>- If > (Thrombin) tt1trife<E> £ 5 in:/ cr ho^lfy|rIXSWi$t^ 

^h^n-A P-450 (Cytochrome P-450)I3 N jStuMT*— SflS^^Srjte^ LT 
450nm fffi\Z. V— M^^i"— ^(D^n A* >v?^S?0>il&ffc-CS>5. 
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7°7X 5: (Plasminogen) ft N /7^5: ^OtulI#:-Cfe 9 , Sj^jk^&d 

U * 5: / >-T 7 ^ —|c £ o -C^rt<D Arg-Val 

zthxftfetzy? *^>t tzZoft^mm 91, 000 <D-^m.(om^ ^^i-efc 9 , 

82, 000 O^lfp^v ^ ^ J — <7* >- £ 5 0 

:7"9 * 5: >- (Plasmin) »i N C (O J: 5 1-7*7 * 5 7 -^&r7°7 ^ ^ 7 —*fls~7 & 

h 7 >X 7 rep ^(Transferrin) te N J&L^©*ft^lttfc 75,000 

A«^< (#H 2002-20311 -^«tRtJS?f^<RFf|FTO01/013951#^ 

ttffc^ 4 jsfc^ (Complement component C4) fijfe^^^fe 0 . WM&LW^^^O £ 

^7°^ K&5&>bfc5#^4 210 k Da CO^ 7 7 Strife 5 0 4 J&#*S#3f *H 

77i >->^(Defensin) fit. SH^fc 3 OCD S - S^^rfeogSV^Stt^^t 
K t UT£fl fctbT*5 19 „ Ttv3?—-yy%&& 4 ^ 10 fg x v-T^-f ^m&tt* 
6mhZ> 29—34 j@COT5:/^^fe^§^14(0^^/N 0 ^®-T?fc6 0 S^tM* 
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W^45l/bn!)^^l»il (#M 2004-115497 #^5*) &Jf^ 
HH£;ftTV^ (if#P 2004-067660 ^IfflB&^fc^i&I-t-S - £ 

!)y*f-A, y^^VT^s /nfny^ f-^^n—M, P-450 N 

bni/tf>\ 7*^*5:^ I^4^ s j3 x 
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UT—^\ /nbnytfy, ^-h^n— A P-450, Zf=7^^^^~ £*>\ 
:7^y>- % hnyfc^ ^7^$^ &T*::ft&©B^#fl?« s , ^#^fflJ3SfcJ: 
5#MSrTO(-Sl$iJ-t-5^^s £fc N T'n huytfy, ^h^n-A P-450^ 

-f?*^;—?^^ h^^^^^y^ fnyify, £.i^*l£><7) 

f&*im-r z> w t & jLtti u/c„ 

AP-450, 7"^^ 5: h7^7x!Jy, 
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^f-A, if.^n hoyiT^f h^n- i» P-450 N 

-f^^XS—?^^ F7^7xyy, hnvif^ ^7^5^, XtJ^wti/feO 

^WWu 37*13 ho:/lf>\ ^h^n— A P-450. "f?*^;*- <7*^ N 
!>/f- A x y^^kT-^ T'nfnyk^ ^h^n— A P-450, 

5"— A x 7nboytV % ^h^ci— A P-45<k 777>^y 
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ai^fttwfftfc^S'* tMK tK ^ x ky*A ^•^©fL'f'Kifc 
*;7^y>\ hnytX TT"^*^ *fi#:fg4j&9\ m$ ^l/i/l/\m 

y/f-A, If, ^nhpyify, ^ a-A P-450, 

7*J^ Vv^XV^V is, foy^ ^7^$^i#l4^ /If 

1, !J ^f-A, fe\ hn^tr>- x ^h^n-AP-450, 



10 



WO 2005/030244 



PCT/JP2004/014761 



y^-A, /nfnytV, ^b^n — A P-450 s ^9*^ 

n— AP-450 > ^7^5/— h^V^^^y >\ Foyt'y, 7°7^^, 
h^T^-f— tit) #&£&ifi5«>3 3 0 

T'nhP^lf^ ^h^n— 7°7^^/— ^y, h^V^^^y^ 
—if. 7°n hnytV, ^h^a— AP-450, f7^7x 

hn^if^ y^^^^. *tt*3Mj*a\ i377xyyy % £.tf£;fc,e>G> 
a8»*RtWStt«$fc: £ 0 ^A©^ 1 B^fc t> lng~lg &$clElfc:#- 
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aUffitttt =Sr^J^1- 5 (DfrX* &> V) , ft r. n e> tc £ o xfa e> PS^ $ tb 5 

(#&Jfc8ittftMB) 

P y'f-A, Vtf&fl'T— if, 7°nhn>-tf^ x ^h^n— AP-450. 

^fft 10-20 Bffr<£> ICR^^^©^#SrffifttiU *faa«SrlSfe*U*:«, 5 % 
^J&JfcJin.flf a "MEM (Flow Laboratories &m)mWX^%mW(.&)fc%m U 

v y v± 0 2 mm, $ 2 %?*?x2z?y^ s t*h>, 3 mstfeik 

AP-450. ^^^5: y— h?^;^*!; >\ hnyfyMT"?^^^ 

* 1 fB*&©^ft^;h,<Z>ft&*£ i45i5fc % 5 %4 s J&ilJliL»Sr^tp a -MEM ^ 

sran*, 37^x5 smmmu ^(D&itmj&vnw.&mm&zm^fr. 

SfefeU PIASLA-555 (CJ: •?MtfPWLT#RJRffi(fcrs> h) Oft^HSLfc Qg 
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mn~ h, w$t*T— ^%}W}y>3ig^mtifo-?—=>-7/\', PP . 199-200, i993) 0 -t-^*>*> N 

®J^Ha-C , b#^^OS]^|^l^:^^$^ L x*5«9 (Toba f), Bone, vol.27, 
p. 403-408, 2000), — hT W:#!ftJRftliWS6*«rfl'<5 JiTS* U 



*1 





2ft^ 






0. 1 


(pg/ml) 


75. 4 


± 


33. 8 




1 




45.9 




22. 1 




10 




47.2 


± 


11.3 


t^h^ H1/2A 


10 


(/ig/ml) 


79. 1 


± 


26.7 




100 




67. 1 


± 


26.6 




25 


(unit/ml) 


70.6 


± 


23.7 




250 




42.4 


± 


21.8 




2, 500 




31.5 


± 


14.4 


V #5* y 


1 


( ix g/ml) 


80.2 


± 


18.0 




10 




45.6 


± 


12.2 




100 




29.9 


± 


15.5 




0. 25 


( [x g/ml) 


93. 1 


± 


10.6 


(t M 


2.5 




81.0 


± 


25.0 




25 




61. 7 


± 


17.4 




0. 1 


( m g/ml) 


80.9 


± 


13.9 


(t M 


1 




37. 2 


± 


16.4 




10 




9. 7 


± 


3.9 
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l 


(/z g/ml) 


44.1 


± 


37.9 




10 




13.8 


± 


19. 9 




100 




2.0 


± 


2.8 




1 


(jx g/ml) 


70.7 


± 


36.6 




10 




51.9 


± 


19.4 


^h^n— AP-450 


1 


(At g/ml) 


94.7 


± 


10.2 




10 




83.0 


± 


27.6 




100 




75.3 


± 


16.3 




0. 1 


(jt g/ml) 


62.0 


± 


19. 7 




1 




35.1 


± 


16.0 




10 




25. 1 


± 


20. 1 




1 


g/ml) 


54. 1 


± 


27. 1 




10 




23.3 




19. 1 




100 




5.0 


± 


2.5 




1 


(// g/ml) 


55.0 


± 


16.5 




10 




39.1 


± 


13.0 




100 




26.3 


± 


15. 1 



i7n — AP-450. y-y^, h7y^7x!Jy, 7°7^5>'Mhn>' 

[Wi2] 

7u hnyify, ^ a— A p-450, 7° 7^ 5 /-^>, h^i^^y >\ 
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MC3T3-E1 £tt£r 10%^JJ£j,tlfo.Yf Sr-gtr a - MEM J£i&(Flow 
Laboratories *±M) 2X 10 4 /ml (OW^WCQ 96 h fcjfffiU 5% C0 2 

fftTs 37^ 24 BtFePgil U ^ffij^*^^ bfc 0 ^LT, ^tfe^^jfo. 
fif£r^ft^ a -MEM itift^^U Zfn ^h^n-AP-450 x -7°7 

?:fh<nm%kl^mbt£Z> =£ 5it±fi»0(JPUT, 37°Ct? 18 B#K^*Ufc„ ^tl^^n 

t> <d %m v \ ^^mm)ju(D t> o ^jm?^'^ 100% ^ u 







ffi^te(%) 




0. 5 ( m g/ml) 
5 


163 ± 21 
235 ± 27 




0.5 (Mg/ml) 
5 


146 ± 17 
235 ± 17 


*f-y?xi— AP-450 (!>-^=¥) 


0.5 ( n g/ml) 
5 

50 


172 ± 15 
199 ± 22 
220 ± 27 




0.1 (/zg/ml) 
1 

10 


201 ± 11 
353 ± 2 
379 ± 3 




0.5 (a g/ml) 
5 


141 ± 10 
206 ± 23 




0.1 (Mg/ml) 


134 ± 9 
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1 


165 ± 11 




10 


176 ± 20 



-fxx hct>-tf^ N n — A P-450, h7^7xy 

^ ^ mc3T3-ei mmmmmm^m^mm^mM u-c*5 d , 

,»it m^JB ^^-r s ^ t am o fc 0 

[f*gfc#}3] 

thft *fu#5f M MG63 10% ^j^jfiLft tr-^tP DMEM igft (Flow 

Laboratories }±M) £r£^T, 2X 10 4 /ml<£>lBJ»:-T? 96 ^^l/— h l^glL, 5% 

co 2 #^t. 37°ct-4 Brazil u nmmmmmm.t^ 0 ^lt, 

J&!%tfn.m$:*a&mmil$z%L^ ■ffiftM4tftfr (Complement component C4, C8195^ 
f^VtfcJg) ^Mmmmo.U L ;&lM0jug/ml k?£Z>£?\^ &?Z7=c 
(py*-7~ isl/zs 1 RTF 2, W^^^ YW3mWk) ^r*HM 0. 1, 
1. RZF 10 n g/ml £ fc5 «t 5 t«±lfe^^n LT, 37 0 C"e 5 B Lfc e i#*JL 

M^HIllK b, Procollagen Type I C-peptide EIA Kit (Takara MK10K ^gafi^fc 

^3 



ft^te (/zg/ml) (%) 
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100 ±6 


*if£3l4j$;;£- 


0. 1 


138 ±7 




1 


169±15 




10 


161+9 




0. 1 


127±11 




1 


183±9 




10 


197 ±18 


j3-r7cn 2 


0. 1 


134±9 




1 


147 ±5 




10 


177 + 14 



if % /nhny^y, ^f^n— A p-450 N ^7^5;/—^^ h^^^^y 

^- n— a p-450, ;7°^*^/ — y>\ h7>-^73iiJ^ fnyt'y, ^ 
x =• >\ 3tVr*t6>©»*^SP»»± % tf«fcJ;5tMI:iit5 i i: tic: 

«#JM$;:£\ /g^^^^ &tf£:h,&©H«£flP»Ht % 

CH*«l] 



17 



WO 2005/030244 



PCT/JP2004/014761 



^£P£>;$-fe(Hoshi F. , D. Nagai, S. Higuchi, T. Noso, A. Takahashi, S. 
Kawamura, Veterinary Immunology and Immunopathology, 53, 29-38, 1996. 
Purification of bovine beta2-microglobulin from colostrums and its complete 
amino acid sequence) mf£V\ 17 v4UfL£ t)/3 2 $^o^B^y y^iltfc e 

-Tfttt. 10 l<D?7^®^£V)&bftMmz£.r)m%%&^ lNi^-e pH 

y ^bh- h y vj*wsm (pbs : p h s. 3) 11 k:*#u raa««-c¥«flsu^t^ 

xf;V7 5; 7^^/V(DEAE)ir/Pu— ^ (DE-52: !7 y h^>^M) *7A|:i^S 

^fc„ ¥«fc««$£-caB$£u #bftfcs#£ sDs-#yr^ y/vrs h7>l 

Stf§c» (SDS-PAGE) U 12 kDa K£#Mi7>£s RR*Wt5fifc: J: X> 

jSJHlU 5nMPBS (pH8.3) t^Lt 4*0"*?— Rj&5S#f bfc 0 BRISKS: 5 nil PBS (pH 
8. 3)X*¥&ikVtc±7TTV?XG-75#7J*faht£%tf/\s$&T&?v-<? h^^^ 

5 jS^^n^n^y >-l2mg 2r#fc„ ^0/3 2 ^^n^n^y>-l2mg £r?L«F 120 

tol^Tt, Jb|Bj3 2 ^^n^t2^y >- 131*0*861?. i «9 !7 J; t) PMt 
[^»J2] 

-M- o.osN Tkife^ h y i7 j±mm&jjQz-x ph sr 6 (-is u ^ 20 g 

Sr^^T 35°CT 2 B#I8J8£# Uft 2* ^ Vfc^ 80°CT* 30 ^RB^: 

#UT#*&jfcS£*T^&»TLfc. #flM&TSL 3*to#*fcJ: t>«JR*lfe 
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^LTs ^7K^/~^£^i©bTl&*bfc^ N ^ULT, DNA b ^ 

&*mm<oitmsmnn 65 g sr#fc 0 ^ co-wmmun ig^K^^v 

^ 425 mg fcS&thX^tCr, 

f££n <0 jjfe (Hashimoto, N. , T.Morita, and S. Iwanaga, J. Biochem. (Tokyo) , 
vol. 97, p. 1347-1355, 1985) ^2fSC N $ v'Jlf^o h n ^ If >-^rH^ Lfc 0 

3r#fc 0 10 1 <D $ ^ift 0.1M|^5i5(u^x y£A&^o<9iftD 
^^l^m^bfcm, 4,006rpm-T?10^K^il^IfU^ o #btbfctt 
m%0.0lumk'<V lmM^^fS: v^^M. 0. 02%T vMb^ !7 

if, o. i umt-r h y $j»mwtT~$Gft^ 3S^nufc„ 2 

«9 51 bfc 0 ^ y i> A«?r 40%^fp^ 1 1 "CIBHB U 1 mM tifeSJ; 5 v?^ V 
^ci);l/7t^7tn7^t>;7-l> (DFP)^^lT, 1 ife3ti$Lfc 0 5,000rpm 

-C3o#ihl 3s^St3HTftv\ ±m%#fd 0 r^)±?t(c 67%£&fn^&5 £ 5 

(ei^fp^^D^. 5,000rpm. 30 ^fA^'C^Ii^ «t 19 , tfc^^rlUlK Ufc D C<7> 
i*I§:£r 0. 2 M it>fb-^ b y "7 A, 1 mM DFP % 1 mM "0"if 5 0. 05 M 

y z/&r v v «7 J^mmwi (ph 6. o) ioo~i50mi u c^w^ 20 1 ^ u 

A50 ^u-r h^^^^f— t£<££b7c 0 0.2 M (Dm^ Y V $J*. 1 mM 5: v?^ 
±^M^tf 0. 05 M y ^ffe-f h y !7i»MWfl£(pH 6. OT^F^fbbfc DEAE-ir^T 
7* y ^ * A-50 (200 X 100 mm) ^fbT" h V 17 600 mM £ t? 

o. i m <7>mk-r byi7^ N lmM-o-if^ ^i^^tf 50mM h y * 

(pH 6. 3) XW-'&it \^1Z.Zf)V— J Z 770-^ CL-6B # =7 A (80 X 200mm) ^ 



19 



WO 2005/030244 



PCT/JP2004/0 14761 



X'foZy'v hn^tf^i.Og £r#fc 0 ^©^n h p ^tfv 1. o g 9. 0 g 

fltl, I>>^— X ^y^^VT- if, ^h^n-A P-450. T^*^ — 

{7ki h n y tv^tf MW^f Mil) 

5 cmXS$ 30 cm) £rjfc>T ^-^7kT?+^Sfc?^ :ro^7At*UiWgt 
40 1 (pH 6.7)S:«K£25 ml/min T«£ L7c„ SHKtL ^©#^ Atrflfc-T ^i^k"? 

U 1.5M atffr*- h V t7 J» Sr-gftf 0. 02M (pH 7. 0) T«g l^Efc* 

Ufc*w^S®#£$gfctjU;fco *U"C. Cio»ffl^S:iSfra3(H0)ffl|Jj:«tt)i!tt4ft 
bT s WBUfcffc, I«LT^y/^IIM* 21 g &&W<DW& 

^tf o. 01 fi*%-^£tl,TWcL 0 
[£Sfififfll5] 

(v-^ttM) 50mg^ -^7Kifeft*^5aF 93. 5g. Jftlfc*;^ 
i/^i»5 g% v' 3 .^f-x^r;Hg, o. 5g <£r#nx. N SBfnbfcSK ^^Vs/ 

[»J6] 

h ^ n — A P-450 ^iTO*|EJtRt^»»J|R«HW»l) 
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^f>^n-J»P-450 (i/jr-rftM) 10mg m % 5 Sf 93. 5g. 

fctrm lt, *mw<D?- h * p -a p-45o ^fl^^ffiais.aii'KiR^fty^ii 

3a /to 
[«^J7] 

S-Sepharose ^?7A (7 t4^>T*±SD fclftll Lfc^fL 10 1 £ri!$£ UTfcflL 
20mM JJ (pH7. 0) "Z+jfrffifr Vtc a 1. 5M £J££rgtf D ^Sfclt««£ (pH8. 5) 

©Jt*^, l ^WT? lOO^^^^S-frfedSfeiR^UTV^S^^^StSr^^ 3*=- 
~7 =c ^v- ^ 0. 3mg %:W5L Vti a 

imrnm 8i 

Wf$^4j&fi- (Complement component C4, C8195 N i/f^QM) lmg ^"tR?^ 
93. 4g, flfflfcfrA'S'fr.fe 5g, z/^jJ—^^jV l g% «|-0. 5g §r*Dx., 

[»#!9] 

(I5f7x >- v->-^#?fM{E5ft^J) 
^77xy^y (j3-Defensin-l,4337-s. tt^^^^ KW3ft9fJR) lmg 
^**£ H B B.£^5$f 93. 4g x 5g. 3.^—^X^/1^ lg N 
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4i^^4^^ (Complement component C4, C8195 N i/Jf-rftlM) 1 Eg, j3r 
( )3 -Def ensin-2, 4338-s % $o%£*t^7°^ KW^BfM) lmg fcl, # 
tK^b^^P^ 93.4g s ^^V>)A 5g, i/^tf-rc^TVl' lg, «Sf 0. 5g 

[Hlfefcll 1] 



*4 





i5.o(m*%) 




10.0 




0.5 








0. 05 




0.1 




0.5 




73. 85 



mmmi 2] 
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/hm% 50.35 

20.0 
0.5 

Vis 12. 5 

#P 12. 1 

7k 3.7 

&zWt7km~T-hvi}j± o.i 

1^7^-!)A 0.2 

mmxs^v^ 0.5 

yy^-i^ (v^-^fcSD 0.05 



^6 



20. 0 

tf? — ^ — I* 15.0 

zKfc*e> 5.0 

»c 1.0 

ffi^3^ (f^*fc»D 0.05 

mm o. ii 

^/PixS'A 0.1 
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yk 58. 74 



mmmi 4] 



X 43. o 

?-=cff— f—X 43.5 

^rc^^-^- MJ t^A 2.0 

t ^ h 1/ H1/2A (iX^V^fc^) 0. 05 

fLS^/W^A 1.0 

7K 10. 45 



[H;&&#!)1 5] 

12 m*%^7cMfL* 9o°c-e2o^p B wpm^ufcm^ 7^ h^^-A^ • 7^ 

K7^;V7 (Lactobacillus acidophilus) ^.t^^ fVy^f^i/*^ • 12—^:7 
^/^(Streptococcus thermophilus) ^-^rtb^tl^SIL. 2ii<^)^^-^- 

3^8 



24 



WO 2005/030244 



PCT/JP2O04/0 14761 



3 — >fj>V h%ryf* 96. 95 

tav^^— 3.0 

(/<4&Ty?#.) 0.05 



mmmi 6] 

S9 





75.85 (3ik%) 




2. 36 




13. 86 




0. 32 




7. 53 




0. 03 




0. 05 



immmi 7] 
*i 0 
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12.0 (If%) 




13. 95 




4. 0 




2. 0 




28. 0 




15.0 




9. 0 








9.0 




2.0 




3.0 


txfy Hl/2A(V^V%fc§!l) 


0. 05 



( h =7 >^ ?~ v h & O' — a p-45o ^^f^mmi^m^Mum^ 
mvhv^xy^v i/Rz$?- h?* ' — a p-45o ^■wM^m^BL xf-wmmnm 
mi i 

f- AP-450 (v-^-rttM) 



15.0(Mr%) 

10.0 

0.5 

0. 02 

0. 03 

0. 1 

0. 5 
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zk 73. 85 



mmmi 9] 



S12 . 

50.0CJt*%) 
#tf 20. 0 

0.5 

V 12.5 

12. 1 

* 4.05 

^SbK^thyCA o.i 

M7^=!>A 0.2 
A 0.5 

-7*7*%;-?^ {*/?^%m 0.05 



[^»J2 0] 
^13 

'l"$c& 50.0(m*%) 

20. 0 
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1km. 0.5 

-*-#y> i2.5 

#P 12. 1 

7k 4.05 

mkfrm-t-hvvj* o.i 

S«T^E-~!>i>. 0.2 

sm&fl'i'VJ* o.5 

^ * 5 > ( v^tfcSD o. 05 



( 

[»!l2 1] 

( h 7 y >^5r#^ffijEs.t^#!RJiz«iftijffi^ y — ) 



S14 

'20.0(M%) 
^7 = ^-HS 15.0 
7kfo#> 5.0 

1. 0 

h7^7xyy (7T-3^*Ut) 0.05 

0. 11 

B&S&A'i'pJ* 0.45 
TfC 58. 39 
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5 

~p^-^-x 

zk 



43.0(M%) 

43.5 

2.0 

0. 05 

1.0 

10. 45 



\MMM2 3] 



*1 6 



=f-^-X 


43.0(S*%) 




43.5 




2.0 




0. 05 




1.0 


7k 


10. 45 



[JIWJ2 4] 

( h 7 VX 7 a y >^-^r#^J^<£alJtt^#KJR«i«!l^ 3 — ^ h ) 
12 m»%3i7GM?L& 90*C*T? 20 ^WiSI Lfctfe, 7 7 h^^/W* • 
K7/f;VX (Lactobacillus acidophilus) ^.t/X h 1/7° h = lyjJX. • 1^— 
X (Streptococcus thermophilus) ^T-^tL-^tL^IlL^ 2lI©X^-^-^/Vf 
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3S1 7 

3 — ^ b 5 v ? ^ 97. 0 

s^V — Z—tDV^-^ 2.95 

hv^xy^v >- (7t=>^^) 0.05 



[2U60J2 5] 



*1 8 





75. 85(M*%) 




2. 36 




13. 86 




0. 32 




7. 53 




0. 08 



immm 2 6 ] 
*i 9 
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75. 85(m*%) 




2. 36 




13. 86 




0. 32 




7. 53 




0. 08 



immm2 7] 



^2 0 




12.0(3*%) 




14.5 




4.0 




2.0 




28.0 




14. 45 




9.0 




2.0 




9. 0 


5* 9 /Hag* 


2.0 




3.0 




0. 05 



[£36012 8] 
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m2 lfrTF^frm&x-ift&nyvx-z^&m^xmn&m&VT, ^m<DW 







12.0(fi*%) 




14.5 




4.0 


=t — 


2 0 




28.0 




14.45 




9.0 




2.0 




9.0 




2.0 




3. 0 




0. 05 



9] 

4£?L&, -mmfr?) 120kg/cm 2 T^^-^-^^ X Ufc^. 75°CT- 15 #P B ^P^m 
Ufc^^fL^ % liffc^4ESc5> (Complement component C4, C8195, ->^-v|t®D £\ 
1 1 =53 fc 9 lOmg ^J:5J;5 £*ITT#JlD U 100 ml ^M(D^f ? xMlzftm UT 

[^JS^J 3 0 ] 

3=L?L£r. ^Sffi^ 120kg/cm 2 T**^^XLfc^ 75°CT* 15 &m®WBm 
Lfd^fU^ j3r7xyi/y ( /3 -Defensin-1, 4337-s. #5^*^:7^ KW&^f 

M) i l^fctJ lOmg i«;«J;5fc^|ffT"T?aaiBU loo mi^*^^f7^^ 
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[H»!l3 1] 

20.0 (m%k ^-^.-tf i5.o(m*%) s M% 5.o<a*%x 

1. 0 (&&%) N #3|£|- 0. 11 . iJAsis ? A 0. 1 (11%) % tK 58. 39 (fi*%) 

0#i-^-eH^%^ LT^lil LfciL 4 (Complement component C4, 

C8195. v^-e*fcM) H^fct) 10mg t/«C^J;5(-MMTT^BbT^^ 

mmM3 2] 

w.m% 75.61 (.mm%).%m^^<^wmm^i 2.35 (M%KfL«s 13.86 (a 
^^/vu^-m 0. 32 (m*%),7jc^'i4tf^ =• i/m&m 0. 32 (»%), 
mmrni?? *>zs-&mffi 7.53 (miro)^^^^-^^^®^^. 

-Defensin-2, 4338-s. ^^ft^^ KWSEgfrM) Sr. 1 kg ^fc K) lOmg £fc 
[«j#l3 3] 

mom 4 ^^^r#^{siaiffi k if ? - k) 

12.0 (Mr%K ^il&fL 14.0(M*%), 4.0(M*%) % =i->> 

m 2. 0 . A 28. 0 . h^nn 15. 0 (fi*%) % /Js 

9. o % ^>i-^ 2. o (it%) N t*^ s: i/m&m 9. 0 cm*%) . s: ^ 7 

/Wl^fe 2.0(Jt*%). 3.0(M%K ©§ij^-em^^uT^s 

U^SP^s ttf£H4j&9- (Complement component C4, C8195, iX^^tM) tr. 1 

-wwmi&mm-f ^m^mmn (k^^k) &®i3tbfc 0 
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If & (D & BS 

Is !)/^ i) tfb* ^ wr-if , /ofnyify, ^ }> ^ p— a P-450, ^ 

^^^y-y^. h7^7x!Jy, ha^tf^ $H$!l4/&9\ 

£ * >- v ^ - ti, b <D&m$-mm^ ^-r^ i sr^a^ t -t- -5 

1, y/f- A % y^^l/T^f, /nhnyify, ^ h ^ A P-450. ^ 

3. hnytX ^ h^n— AP-450. ^7^$/-^ h7^7xp 

1, !)^^l/7-f, /nfnyify, ^ h ^ a— A P-450. 7° 

6. T'ca bn>-lfV N ^h^n— A p-450. ^7^^ y— 7*>- % b^V*^^ 
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